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What is dalmed is: 

1. A combination which comprises (a) a HER-1 or a HER-2 antibody or (b) at least one 
antineoplastic agent selected from the group consisbng of aromateise Inhibitors 
antiestrogens, topoisomerase I Inhibitors, topoisomerase II inhibitors, microtubule active 
agents, protein kinase C inhibitors, anti-angiogenlc compounds, gonadorelln agonists, 
antl-androgens, hlstone deacelyiase inhibitors, and S-adenosylmethlonlne decarboxylase 
Inhibitors and (c) an epothilone derivative of formula 1 




(«) . 

wherein A represents O or NRni wherein Rn is hydrogen or lower allcyl, R is hydrogen or 
lower aiic^, is methyl, methoxy, efho?^. amino, methylamino, dimefhylamlno, 
aminomethyl or methyHhlo, and Z is O. 

in which the active Ingredients (a) and (b) are present in each case in free form or in the 
form of a pharmaceutically acceptable salt and optionally at least one pharmaceutlcally 
acceptable carrier, for simultaneous, separate or sequential use. 

2. A combination whidi comprises 

(a) a HER-1 or a HER-2 antibody and 

(b) an epothilone derivative of formula I 



HO. 
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wherein A represents O or NRn, wherein Rn fe hydrogen or lower alkyl. R Is hydrogen or 
lowrer alkyli is methyl and Z is O, 

In which the acHve ingredients (a) and (b) are present in each case in free form or in the 
form of a phannaceutiraUy acceptable salt and optionally at least one pharmaceufically 
acceptable cam'en for simultaneous, separate or sequential use. 

3. A combination which comprises (a) at least one antineoplastic agent selected from the 
group consisting of topoispmerase I inhibitors, topoisomerase II inhlbftore, microtubule 
active agents, protein kinase C Inhibitors, anti-angiogenic compounds, gonadorelin 
agonists, anti-androgens, histone deacetylase inhibitors, and S-adenosylmethionine 
decarbo^ase inhibitors and (b) an epothilone derivative of formula I 




O OH O 



wherein A represents O or NRri, wherein is hydrogen or lower alkyl, R is hydrogen or 
lower alkyi, R' is methyl, methoxy, ethoxy, amino, metiiylamino, dimethylamino, 
aminomethyi or metiiylthlo. and Z is O, 

in whidn the active ingredients (a) and (b) are present In each case In free form or in the 
form of a pharmaceutically acceptable salt and optionally at least one phanmaceuQcally 
acceptable carrier; for simultaneous, separate or sequential use. 

4. A combination which comprises (a) at least one antineoplastic agent selected from the 
group consisting of aromatase inhibitors and antiestrogens and (b) an epotiiiione 
derivative of formula I 
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wherein A represents O or NRn, lA^ereln Rn is hydrogen or lower alkyl. R is iiydrogen or 
lower alkyl. R' is methyl, methoxy, ethoxy, amino, methylamino, dtmethyiarnlnp. 
aminomethyl or methylthio, and Z is O, 

in which the active ingredients (a) and (b) are present in each case in free fomi or in the 
fomi of a phaimaceufically acceptable salt and optionally at least one phannaceutically 
acceptable carrier; for simultaneous, separate or sequential use. 

5. Combination according to claim 1 which comprises (a) a HER*1 or a HER-2 antibody or 
(b) at least one antineoplastic agent selected from the group consisting of aromatase 
inhibitors antiestrogens, topoisomerase I inhibitors, topoisomerase 11 inhibitors, 
microtubule active agents, protein idnase C inhibitors, antl-anglogenic compounds, 
gonadorelin agonists, antl-androgens, histone deacetyiase inhibitors, and S- 
adenosylmethionine decarboj^ase inhibitors and (c) an epothilone derivatiye of fbnnula 1 
wherein A represents O or NRn. wherein Rm is hydrogen or lower allcyl, R' is methyl or 
methylthio. R is hydrogen or lower allcyl. and Z is O, 

in which the acUve Ingredients (a) and (b) are present In each case in free form or in the 
fomn of a pharmaceutically acceptable salt and optionally at least one pharmaceuticaily 
acceptable carrien for simultaneous, separate or sequential use. 

6. Combination according to claim 1,2 or 5 wherein the HER-1 or HER-2 antibody is 
trastuzumab. 

7. Combination according to claim 1. 3 or 5 wherein the antineoplastic agent is a 
topoisomerase I inhibitor. 

8. Combination according to claim 1. 3 or 5 wherein the antineoplastic agent is a 
topoisomerase II inhibitor. 
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9. Combination according to claim 1, 4 or 5 wherein the antineoplastic agent is an aromatase 
Inhibitor. 

1 0. Combination according to claim 1 . 3 or 5 wherein tiie antineoplastic agent is a 
microtubule ac&ve agent . 

11. Combination acconling to claim 1 to 10 wherein the epothilone derivative is epothiione B. 

12. Combination according to any one of claims 1 to 11 which is a combined prepaiation 

13. Method of treating a warm-blooded animal having a proliferative disease comprising 
administering to the animal a combination according to any one of claims 1 to 9 in a 
quantity which is Jointiy therapeutically effective against a proliferative disease and in 
which the compounds can also be present in the form of their pharmaceuticalty 
acceptable salts. 

14. A pharmaceutical composition comprising a quantity which is Jointiy tiierapeuticaiiy 
effective against a prolrferatiVe disease of a combination according to any one of claims 1 
to12 and at least one pharmaceuticaiiy acceptable carrier. 

1 5. A combination according to any one of claims 1 to 12 for use in the treatment of a 
proliferative disease. 

16. Use of a combination according to any one of claims 1 to 12 for the preparafa'on of a 
medicament tor the treatment of a proliferative disease, 

17. Use according to claim 15 or 16 wherein tiie proliferative disease is a sofid tumor 
disease. 

18. Use of (a) a HER-1 or a HER-2 antibody or (b) at least one antineoplastic agent selected 

the group consisting of aromatase inhibitors antiesti-ogens. topoisomerase I 
inhibitors, topoisomerase II inhibitors, microtubule active agents, protein kinase C 
inhibitors, anti-angiogenic compounds, gonadoreiin agonists, anti-androgens, histone 
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deacetylase inhibitors, and S*adenosylnnethion!ne decarboxylase inhibitors in combination 
with (c) an epothilone derivative of formula I 



HO, 




OH O 



(I) 



wherein A represents O or NR^, wliereln is hydrogen or lower allcyl. R is hydrogen or 
lower alkyi, R' te methyl, metho^qr. ethoxy, amino, mefiiylamino, dimethylamino, 
aminomethyt or methytthio, and Z Is O, 

for the preparation of a medicament for the treatment of a proliferative disease. 

19. A commercial paclcage comprising (a) a HER-1 or a HER-2 antibody or (b) at least one 
antineoplastic agent selected from the group consisting of aromatase inhibitors 
antiestrogens, topoisomerase I Inhibitors, topolsomerase II inhibitors, microtubule active 
agents, protein kinase C inhibitors, anfhangiogenic compounds, gonadorelln agonists, 
antf-androgens, histone deacetylase inhibitors, and S-adenosylmethionine decarboxylase 
inhibitors and (c) an epothilone derivative of formula I 



HO 




^ R' 



(I) 



wherein A represents O or NRn, wrfierein Rn is hydrogen or lower alkyI, R is hydrogen or 
lower alkyI, R' Is methyl, methoxy. ethoxy, amino, methylamlno. dlmeth^amlno. 
aminomethyl or methylthio. and Z is O, 
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together with instrucllons fbr slmutlaneous. separate or sequential use thereof In the 
treatment of a proFiferafive disease. 
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